RO/KR 2 4.0 6.2004. 



J^^^A^g^^^g^-^^ ^ n JUL 20M 



wiro 




PCT 



— .:V>. — -zJ^ 

mm A^e o^h esisi sjmiu ssiifs §stf. 



This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Intellectual 
Property Office. 



m §J £! s 
Application Number 

S S! t3 S s 
Date of Application 



m SI 
Applicant(s) 



21 




10-2003-0040937 



2003^ 06M 24iJ 
JUN 24, 2003 

PARK KWANG KYUN. et a I 



2004 



06 



BDTAnPT\7 T»rw/-1TT» >TTmi».Tr 

SUBMITTED OR TRANSMITTED ] 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



24 



Ol 



H 



COMMISSIONER 



soil 









10: 




40937 



[3 3] 

[M§1£I3H] 
[SHI 

[CHE|oj3E] 
[CHEieil 

[ggioj^c] 
[£}§2| ^5?|] 



#^ 2004/7/1 

mm 

2003.06.23 

Si 

suppressant of toxicity induced by cancer Chemother apeut ic 
agent and composition of cancer chemot her apeut ic agent 
containing the same 

4-2001-010863-3 

( ^)ti\0\S.no\ 
1-2000-054167-1 

9-2000-000135-1 

2003-024951-6 

2003-027666-3 

0|#^ 

9-2000-000137-3 

2003-024952-3 

2003-027667-1 

4-2001-010863-3 

CHUNG, Won-Yoon 
630213-2696210 



15-1 



10fl B40937 



mm aw: 2004/7/1 



120-842 

MmmmM ahcus^ ms2m 11-63 20m 

[^31 KR 

[£§°1 ^§H:?|] 

SSI g^SJIl H0NG,Gyoung-0k 
[^ei^^SlS] 760817-2006511 

130-035 

AHM^^AI §DH^ S4j£l5§ mUOHUM 201S 1902] 
[^Sj] KR 

[ g a 2i 3 H ] 4-1 999-030822-9 



(oi) c«E.iei 

0|#^ (21) 

pisssis] 15 e 29,000 a 

p^s^mi o s o§! 

[o^^^g-g] o a o si 

[^JAFS^S] 5 & 269,000 S 

[H-3II] 312,500 S! 

[s-eu^i (7o%^0) 

pjp 4-4=^1 89,400 a 



15-2 



M 2004/7/1 
103^^40937 ^ 



15-3 



loafl »)937 
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«tf*3. -frtf^lfe - *NHHr ^^suppressant of 

toxicity induced by cancer chemotherapeut ic agent and composition of cancer 
chemotherapeutic agent containing the same} 

^(cancer)* * 700-^ ^J°l ^H-Jr 

1997V4 ltt *t 150^ 13.* W^7> MS. ^ 0J: 

^7> ^o)} o^t): SEr«r^°l'^. 

tfl&^Sl Al^^mCcis-diamminedichloroplatinum 

[II])* « ^ SAfe«l. ol ^ * 

% ^SL^AS- WW ^ ^(Rosenberg B., Cancer, 55: 2303-2315, 1985). 



<3> 



<4> 
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Al X$epa,g- °M|3>IM DNA^ inter-intrastrand cross- linking, DNA ^7>^1 -R-^V 

€ W ^^(Mollman et 

al.. 1998; Serene* and McKeage, 1999), 3L*5# WW W 

*M S^S- ^(Cerosimo R. J-, Ann. Pharm., 27: 438-441, 1993; Cavalli 

F. et al., Cancer Treat. Rep., 62: 2125-2126, 1978; Pollera C. F. et al . , J. Clin. 
Oncol., 5: 318-319, 1987). 

3> 4eH, *^7> ^ A> ^ 71 ^ 

^ -B-401 a- ws ^ ^ 

tB^KoI *JL*ra. WMI* ^^(glutathione ester)« 

M^sa* «fl ^1^*^^ a****} M^^S- St 1 *^* M 

^^(Babu E. et al . , Mol. Cell Biochem. , 144: 7-11, 1995), *«fl M* 

(AppenrothD. et al . , Arch. Toxicol., 71:677-683, 1997; Bogin E. et al . , Eur. J. Clin. 
Chem. Clin. Biochem., 32: 843-851, 1994; Rao M. et al., J- Biochem., 125: 383-390, 
1999) . 

4^, * ^o] 6\+a# *}t= 7]^A ^71 

*m ^ **** q*« ^ sat * °i» 
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^. 7l 7l ^^ iH^l fl*H, £ ^3*(Xanthorrhizol)* -ffcMSr^ 

^ ^.g- *j-«g-*ns.fe ^-i- 5 ^ 

(cis-diamminedichloroplatinum [II]), ^^(carboplatin) . W€(a*aliplatin) , 

nedaplatin « o 1M * W opM*l <i« 1HH» » * 

3»(Xanthorrhi«>l>;* *fr*Vfe 3* «^ 

.!> ^ *#*s. -frtfsqfc ^WH -fr:M*.fi^ *HiBl«: 

(Xanthorrh 1Z ol)^ 1970-d ^(Rimpler) M ^*fl ^> *^ ^ 

^ A-ll^lEfls ^(sesquiterpene) 31 sHS-l- 0 !^. 

12> olEltt 2?| (rat) *VM ^* 3**1^ 

(Ponce-Monter H. , et al . . Phytother. Res., 13:202-205, 1999), iSflll^'W 
Streptococcus jnutansM tf* ^ SiM tfl*H ***** v+^fe 

(Hwang J.K., Fitoterapia, 71:321-323, 2000; Hwang J.R., Planta Med., 66:196-197, 2000). 

^ sa^q-. * ^*V«^ «*M tf^fc **** ^ 
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#^ 2004/7/1 

^112000-73295^ £ WO 88/05304*41 7fl^ 7^o] ^^pfl , ^°J3l 



■frail "Has. « ^4 ^1 




16> 



(+)-Xanthorrhizol 

o}<% Q± a^** ^*ll ^3- t^M^ ?H^. 4^"^ 



Wr^l *<*d ^ A> ° mi 

-^ol-(cylcophosphamide), «i*W^(bleamycin). (doxorubicin) « ^ 

jl*! Al^el-mCcis-diamminedichloroplatinun, [II]), 7 r ^^(carboplatin) , 

WW«<axalipl.tin). nedaplatin M W W\ **** **** * 
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x\^^Q£r *ms] ^ a v^ 3 ^ ^§*>^ ^hh -fr^ 

4 ^(biochemical marker)* 3^r*>SU, ^ 

a* w% ^ ***** 

*d«^ ^l^L ^f^, 

^ tfAfliS-JM* GPTCGlutaraate-Pyruvate Transaminase)^- GOKGlutamate-Oxaloacetate 
Transaminase)* WIS WV*M * ***** ^ 

*4Mfe Al^*^^* M«r 541 «1*A GPT « GOT ^£7> -frSUJ fi?fl # 

+<HW ^ tfla^a-tq. *7>*R^. ^Ei« ai^^b! ^ * d 

^7is ^ ^d|*vsa* s* 6 ^ a i*°i 7151 ^ 7> * H **** 

l> ££*r, Al^#el-^o.S. <M -ti^ -^sq^ %^^(reactive oxygen species) 

og o^^^l ^tb Jl^iCurea nitrogen)^ 3.efl^\l(creat inineW ^7>^1 €^r. *1 

<^tr eatf .a.±^*] -fv^^^s. #^>£-£-* s^r£^. 
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^ ^ ^em^r 'W, 4*^^ * 

3s* **M ^ 514. ^. ^ St 1 . ti l^> * 

^ oKfl, Pg^ ¥ o^ € ^ Sfto.^, **|, S*B, «. 

^ ^<15L * ^ **** ^ ^ 

, ^ * d ^ 

71 ^^4^ 5g$& ±ses. q-^sa^. student t- test * A >^>^ 
4. P value7> 0.05°l*MTa -fr^ 0 l flfe ^ 7 >*>^- 
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• " 10^ ICR (5*1. *iH W 7lf^ **L 

^(lOOmg/kg, 200mg/kg)*r ^J(200 m g/kg)# « * 

buffer)-! *1<S*«* 45mg/kg^ *2ES -M 

BlHii U** %V<M £ ^ * **** 

3> [S. 1] 





=iW m r 


ipS^ IB^RF 






¥¥¥^ 


HlSI^I 1 


— — 7 i " 

-^n — r 7 l 13 


A|^-f 2+^. 45mg/kg 


2 


^Tf-^l 200mg/kg 


Aj^^-el-^l 45mg/kg 


*JA|61| 1 


lOOmg/kg 


A|^i-^eJ-^ 4bmg/kg 


^M* 2) 


^h^# 200mg/kg 


Al^-t-ef^ti 45mg/kg 



<29> 



2A17J: ** m - 3000rpm4H 10**1: *<a*3*M It 
44 fcflai. *q* 3*fl *I*<*H Jt**l-5ft^. ol-§-*r^ 

GPTCGlutamate-Pyruvate Transaminase), GOT(Glutamate-Oxaloacetate Transaminase) , W *- 
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(Blood Urea 



<Q.x\: 2004/7/1 



Nitrogen) H*\3L 3.*}*}^ ^(creatinine) ^ 



GPT(Glutamate-Py^-y a tp Tr^isamin age) GOTCGl utamate-Oxaloacetate Transaminase; 

GPT4 GOT Reitman^ Franke 1(1957)3 44 ^*}£4. *1 w o>^^ 

alanine* a-ketoglutaric acid^pyruvic acid + glutamic acid GPT A** 4*fl 

pyruvic acid* 2,4-dinitrophenylhydra Z ine4 444^ *=* OT 

4 G0TiL^4 t^^ES 44\E ^^S- 505nm4 n ?H4. GPT 

4 GOT ^8* Sigma chemical Co. (St. Louis, U.S.A.W *#* *>*«M *« 
**iHfc ****** fe* GPT4 G0TJ1^7> ojo^ ^« A}***! &5L^ ^4 

^o^. ^1 G PT4 GOTfcS* 5 « Wfe ^ Gm 001 

^ofl a>*« 4°C41 Ji*SriM 5^i4H A>^VS.^- *}$i4. 

lmlSl Alanine- a -KG Substrate* 37'C^ ^ 2-3** ^1^. A 
Al*** 0.2ml4 37°C <»4H 30** «**4* 4* ^ 

(24-Dinitrophenylhydrazine) 1ml* ^14 20** * 0.4N 

^4-#(Na0H) 10ml* ***l * **** ^ GPT ^ 

fl5ft4. G0T4 3+41^ lml4 Aspartate- a -KG Substrate* 37°C4 2-3** 7> 

^4* 4, A *1W 0.2ml4 ***** 37-C ^4 60** **4* G0T4 * 



<33> .a.^:£(Urfra Nitrogen ^ 
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4- eflo} i^h S ^ Fawcett ^(1960)3 ^^S. ^*r$4. Blood Urea 

Nitrogen W kit* a>**H Ai(urea)^ 7}^KhydrolyzeH **** QSM*\0B*> 
» ^^-5-* ^sfl. 570nm^H ^ ^*r£4. 

Urease **| 0.5ml^ 10** « 41* * 37°C 5 -10£ 

£ ^A)^r|. A Iml^ Phenol Nitroprusside^^ lml Alkaline Hypochlor ite-g- 

5ml **** «K* **= iL^OJrea 

Nitrogea)*** Si«na chemical Co. (St. Louis, U.S.A.)4 *W * 

6> =7gl1oVBlvl(r .rRatinine)^ 

7> 5L3l<W\d^ 3^}^ tflA>#ofl alkaline picrate^ 

4 500d«4H zi «£* ***** Jaffe ^(1886)^ «i£ 

^^°ll Creatinine-i: ^^rSl^r- 

Alkaline picrate *<* 3ml^ *|««4 0.3ml* * 37TD 20**1 Si 

^(Mixture of sulfuric acid aud acetic acid)-M 0.1.1* <#3 37'C * MM* 

«8S* rfliESL *W 3*H3 £%£(A2)» aSS4. 3*13 Al 
«M A24 « **a»4M «W 3*<>>*I*UI 

a^SWttreatini.*)*** Sigma chemical to. (St. Loufs, 0.S.A.W 



<39> 
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Group 


*1000% 


*10009b 


(U/liter) 


(U/liter) 


(mg/dL) 


Creat mine 
(mg/dL) 




15.2fi.3 


3.1J9.4 


56.4A1.2 


157.6J38.8 


20.3d3.1 


0.31dQ.5 

O Q-1A 7 


ti]5L^| 1 

« 


19.2SL.6 


2.1d9.4 


185.8d86.3 


517.1*9.1 


144.4:120.6 


Z.ol/. » j 


V ' 1 1 1 l — 


17.2:31.7** 


2.0d0.1 


158.4d84.3 


381.6^44.7* 


138.6=^6.^ 


2.2di.4 


l -y a| i 

(100mg/kg) 


17.5d2.9 


2.1JQ.4 


134.2d58.5 


1 296.5^74.5*** 


145.2d23.5 


2.01.1 


^AHl 2 
(200mg/kg 


14. 6 d9.9*** 

) 


2. Od0. 3 


106.0:68.3** 


201.4:50.3*** 


50.9:416.7*** 


0.8d£>.5*** 



:40> *p<0.05. **P<0.01, ***P<0.0001 

c4i> 24H , K.W/B.Wfe kidney weight/body weight ^31, S.W/B.Wfe spleen 

weight/body weight°ljl, BUN^r Blood Urea nitrogen-!: M^W. 
<42> 3. 2°\) ^ t ^- 
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*W*V*M ^ «i ^<L> ^^S. 200mg/kg3 ^ 

Ai^e^^ ^1 «m *m gpt -fr^^a n 

**<200a*/kg)* *** 

q-oHfra*. ^B»*oi ^^JUtq- *Hv3: 3«5L 

^ *^a^ -m*^ 7 ^>^- " 

^oi, ^sl*^ *HB3fe *H*^. ^ 

^ ^ WKfsa, «W£ **** W» 
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. ^*CXanthorrhi»l)* ****** **** ** **** **** 
2] 

*^3^ ^l^- 

31 

Hi- *2*4I flo^. ^71 INMIfe Al^^BKcis-dianuninedichloroplatinum 
[II]), 7}iL»^(carboplatin), ^^*^(oxaliplatin) , nedaplatin g <>1*^ *tf«L 

41 
5] 

*|4*4| ^fe Ali#^(cis-diamminedichloroplatinum [II]), ^ 

^^(carboplatin), WW(«lipl«tin), nedaplatin « «WW 
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